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AB Title compds. [I; R = H, CHO, F3CCO, acyl ; Rl = Cl-5 alkyl ; R5 , R6 = H, 
alkyl; or one of R5 , R6 = H, Me; the other = BY; B = (substituted) 
(hetero) aryl; Y = bond, CH2 , CH2CH2, trans -CH : CH] , were prepared Thus, 
title compound II, prepared by oxidation of the corresponding hydroxyamide , 
inhibited human leukocyte elastase with Ki = 39 nM. 
IT 147267-58-1P 147267-62-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as human leukocyte elastase inhibitor) 
RN 147267-58-1 CAPLUS 

CN Glycine, N- [ [ [1 , 2 -dihydro-2 -oxo- 1- [2-oxo-2- [[3,3, 3-trif luoro-1- (1- 

methylethyl) -2 -oxopropyl] amino] ethyl] -6 -phenyl -3 -pyridinyl] amino] carbonyl] - 
, methyl ester (9CI) (CA INDEX NAME) 



O i-Pr O 
CH2~ C— NH— CH" C— CF 3 



Ph 



N 



o 



o 



o 



NH— C— NH — CH2~ C~ OMe 



RN 147267-62-7 CAPLUS 

CN Glycine, N- [ [ [1 , 2 -dihydro-2 -oxo-1- [2-oxo-2- [ [3 , 3 , 3 -trif luoro-1- (1- 

methylethyl) -2 -oxopropyl] amino] ethyl] -6 -phenyl -3 -pyridinyl] amino] carbonyl] 
(9CI) {CA INDEX NAME) 
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RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as intermediate for human leukocyte elastase inhibitor) 
147269-47-4 CAPLUS 

Glycine, N- [ [ [1- [2- [ [2- [ [ (1, 1 -dimethylethyl ) dimethylsilyl] oxy] -3,3,3- 
trif luoro-1- ( 1 -methylethyl ) propyl] amino] -2-oxoethyl] -1, 2 -dihydro-2 -oxo-6 - 
phenyl-3 -pyridinyl] amino] carbonyl] methyl ester (9CI) (CA INDEX NAME) 
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Glycine," N- 11 [1, 2 -dihydro-2 -oxo-1- [2-oxo-2- [ [3 , 3 , 3 -trif luoro-2 -hydroxy- 1 - 
(1 -methylethyl) propyl] amino] ethyl] -6 -phenyl -3 -pyridinyl] amino] carbonyl] - , 
methyl ester (9CI) (CA INDEX NAME) 
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AB The present invention relates to certain novel heterocyclic amides which 
are 1 -pyridylacetamide compds . I wherein: R0 is Cl-5 alkyl; R = e.g., H, 
acyl, sulfonyl; R5 and R6 = e.g., H, lower alkyl, B-Y where B is aryl or 
heteroaryl and Y is a direct bond, methylene, ethylene, or trans -vinylene 
(with proviso) ; which are inhibitors of human leukocyte elastase (HLE) , 



v also known as human neutrophil elastase (HNE),, making them useful whenever 
such inhibition is desired, such as for research tools in Pharmacol., 
diagnostic and related studies and in the treatment of diseases in mammals 
in which HLE is implicated. The Ki values for I which were tested are 
generally on the order of 10-7 M or much less. The invention also 
includes intermediates useful in the synthesis of these heterocyclic 
amides, processes for preparing the heterocyclic amides, pharmaceutical 
compns . containing such heterocyclic amides and methods for their use. Thus, 
e.g., acetophenone was formylated and cyclized with cyanoacetamide to 
provide 6-phenylpyrid-2 -one-3 -carbonitrile ; hydrolysis to the carboxylic 
acid followed by urethane formation yielded 3 -benzyloxycarbonylamino- 6- 
phenylpyrid-2 -one ,- alkylation of the latter with N-(2-tert- 
butyldimethylsilyloxy-3 , 3 , 3 -trif luoro-l-isopropylpropyl) -2 -iodoacetamide 
(preparation given) followed by deprotection and oxidation afforded 
2- (3 -benzyloxycarbonylamino -2 -oxo- 6 -phenyl 7I, 2 -dihydro-l-pyridyl) -N- (3,3,3- 
trif luoro-l-isopropyl-2-oxopropyl) acetamide (I; R = Cbz, R5 = H, R6 = Ph, 
R0 = iso-Pr) . 
IT 147267-58-1P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(2- (2-oxo-l, 2 -dihydro-l-pyridyl) -N- [3 , 3 , 3 - trif luoro- 1 - (lower 
alkyl ) -2 -oxopropyl] acetamide derivs . as inhibitors of human leukocyte 
elastase) 
RN 147267-58-1 CAPLUS 

CN Glycine, N- [ [ [1, 2 -dihydro-2 -oxo- 1~ [2-oxo-2- [[3,3, 3 -trif luoro- 1- (1- 

methylethyl) -2 -oxopropyl] amino] ethyl] - 6 -phenyl -3 -pyridinyl] amino] carbonyl] - 
, methyl ester (9CI) (CA INDEX NAME) 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(2- (2-oxo-l, 2 -dihydro-l-pyridyl) -N- [3,3 , 3 -trif luoro- 1 - (lower 
alkyl) -2 -oxopropyl] acetamide derivs. as inhibitors of human leukocyte 
elastase) 

RN 14 7267-62-7 CAPLUS 

CN Glycine, N- [ [ [1 , 2 -dihydro-2 -oxo- 1- [2-oxo-2- [[3,3 , 3-trif luoro-1- ti- 
me thylethyl) -2-oxopropyl] amino] ethyl] -6 -phenyl -3 -pyridinyl] amino] carbonyl] - 
(9CI) (CA INDEX NAME) 
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RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or. reagent) 

(2- (2-oxo-l, 2-dihydro-l-pyridyl) -N- [3, 3 , 3 -trif luoro-1- (lower 

alkyl) -2 -oxopropyl] acetamide derivs . as inhibitors of human leukocyte 

elastase) 

147269-47-4 CAPLUS 

Glycine, N- [ [ [1- [2- [ [2- [ [ (1 , 1-dimethylethyl) dimethyls ilyl] oxy] -3,3,3- 
trif luoro-1- ( 1 -me thylethyl) propyl] amino] -2-oxoethyl] -1, 2 -dihydro-2-oxo-6- 
phenyl - 3 -pyridinyl] amino] carbonyl] -, methyl ester (9CI) (CA INDEX NAME) 
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CN Glycine, N- [ [ [1, 2 -dihydro-2 -oxo-1- [2-oxo-2- [ [3 , 3 , 3 -trif luoro-2 -hydroxy-1- 
(1-methylethyl) propyl] amino] ethyl] -6 -phenyl -3 -pyridinyl] amino] carbonyl] - , 
methyl ester (9CI) (CA INDEX NAME) 
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